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Phyllodes tumors are extremely uncommon neoplasms that are usually benign. Patients with
phyllodes tumors typically present with a well-circumscribed, painless, ﬁrm, and mobile mass
or nodule characterized by rapid growth in a short period of time. It is recommended that these
tumors be excised even though it may look as a ﬁbroademoma. Our patient presented with a
left nipple mass with rapid growth. The patient had been previously diagnosed with malignant
phyllodes tumor, which was excised with adequate margins, later presenting with an exophytic
mass extending from the nipple along with bloody discharge. The patient underwent a complete
mastectomy of the left breast without a lymph node dissection, and pathology revealed an
additional focus of intramammary myoepithelioma. The aim of this case report is increase
awareness of these tumors and their potentially unusual presentations to allow clinicians the
ability to recognize these neoplasms earlier as well as recognizing the need for better adjuvant
therapy.
& 2014 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY-
NC-ND license (http://creativecommons.org/licenses/by-nc-nd/3.0/).A 34 year-old Asian woman with chief complaint of bloody
discharge from an exophytic nipple lesion presented to the
breast clinic three months postpartum. Her family history is
signiﬁcant for breast cancer in two of her maternal aunts;
she is herself status post-surgical excision of a left breast
malignant phyllodes tumor in 2009 with negative margins.
Physical examination revealed a left nipple that was
markedly distended and tender with a visible central nodule
covered with ﬁbrinous exudate. There were no palpable.08.001
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m (M. Schultzel).masses or lymphadenopathy bilaterally and the right breast
was unremarkable. A ﬁne needle aspiration (FNA) of the left
nipple revealed clusters of atypical spindle cells, consistent
with a recurrence of her known phyllodes tumor. An
ultrasound of the left breast revealed non-palpable nodules
in the 2 o'clock position. A punch biopsy was performed for
conﬁrmation, which showed a recurrent malignant phyl-
lodes tumor with up to 7 mitoses per 10 high-power ﬁelds.
Right breast and metastatic workups were negative for
further disease.
Surgical therapy consisted of a total mastectomy given the
large volume of tissue involved in the central aspect of the
left breast, including the nipple–areolar complex. Postsurgicalen access article under the CC BY-NC-ND license
Figure 1. Fungating tumor.
Figure 2. Fungating tumor.
31Fungating malignant phyllodes tumorpathology of the left breast revealed recurrent malignant
phyllodes tumor with 74 mitoses per 10 high power ﬁelds and
clear margins. The irregular mass protruding from the nipple
measured 2.8 cm from the deep margin. There was also a
separate focus of intramammary myoepithelioma with malig-
nant spindle cell stroma.
1. Introduction
Phyllodes tumors are rare breast tumors that occur with an
observed frequency of less than 1% [1,2,5,7–10,12,13,
15,16]. In 1838, Johannes Muller ﬁrst coined the term
cystosarcoma phyllodes because of the observed leaf-like
projections into the cystic spaces of the tumor; however,
the term is misleading because the majority of these tumors
are benign and these tumors are rarely cystic [2,6,8,12,17].
Per the World Health Organization (WHO), phyllodes tumor
is the most appropriate nomenclature [6,8,13]. Histologi-
cally, these tumors are classiﬁed into benign, borderline and
malignant [1–4,6–10,12,15,17]. This is based on mitotic
activity, degree of cellular atypia, presence of stromal
growth, the characteristics of the tumor margins and tumor
necrosis [2,5,7–10,16]. Tumor growth rate, symptom dura-
tion and age do not hold predictive signiﬁcance; a size of
over 10 cm, which deﬁnes a giant phyllodes tumor, has been
the subject of debate as to the prognostic value of size [6].
According to one study, histotype was an independent
prognostic factor, with a ﬁve year survival rate for benign
tumors of 95.7%, for borderline tumors of 73.7% and for
malignant tumors of 66.1% [6]. Malignant phyllodes tumors
are the most aggressive, representing about 20% of all
phyllodes tumors [5].
2. Discussion
Phyllodes tumors are composed of stromal and epithelial
elements bordered by mesenchymal cells; the stromal compo-
nent is thought to have the malignant potential [1,2,6,9]. One
presents usually as a well-circumscribed, painless, ﬁrm and
mobile mass or nodule that is characterized by rapid growth
over a short period of time [1,2,6,8,11–13]. The size can range
from 1 cm to greater than 40 cm, with a median of 4 cm, while
20% grow to greater than 10 cm [2,6,8]. The patient may
present with pain due to its weight or from impingement on
underlying nerves, and in some cases skin ulceration in larger
tumors [8,12,13,15]. Our patient had many of these complaints,
but in addition her mass protruded out of the nipple with
bloody discharge. Notably, the patient's mass underwent rapid
growth in the several days prior to her scheduled surgery
(Figures 1 and 2).
These generally benign tumors do not usually metastasize,
but they may grow aggressively and may recur locally. The
rarer malignant and borderline tumors are capable of local
recurrence and metastasis [1,2,6,8,9]. Local recurrence has
been found to correlate with age, a positive surgical stump,
stromal overgrowth, greater tumor size, malignancy, surgical
approach, mitotic activity, tumor necrosis and positive
surgical margins, the last of which is most signiﬁcant
[5,8,10,11]. Decreased local recurrence is associated with
negative margins, smaller dimensions, absent tumor necrosis
and benign histological classiﬁcation [11].Understandably, local recurrence is higher following
lumpectomy in undiagnosed cases of phyllodes tumor [14].
Inadequate surgical management is an important risk factor
M. Schultzel et al.32linked to local recurrence that can range from 15% to 20%,
dropping signiﬁcantly when margins are 1 cm or greater
[6,8,10]. If a tumor becomes “giant” there is a greater
possibility of tumor penetration into surrounding breast
tissue, hence the recommendation for excision of not only
visible tumor but also all breast tissue to ensure no local
recurrence [6]. One study reported the local recurrence
rate following a margin-negative resection of a borderline
or malignant phyllodes tumor to be as high as 21% [3,5],
despite appropriate surgical management. Other sources
claim there is metastasis in 25–31% of malignant tumors;
however, phyllodes tumors only metastasize in 4% of cases
overall, and of these the majority of patients were found to
have had borderline or malignant phyllodes tumors [6,10].
Axillary metastasis is rare, but is associated with a poor
prognosis [6]. Recommended of metastasis includes adju-
vant chemotherapy, second line chemotherapy, clinical
trials and palliative local therapy if appropriate [8,11,16].
Hematologic spread may occur in as many as 22% of
malignant tumors [8]. Metastases consist solely of stromal
cells, which occur primarily in the lungs, but they may also
travel to the bones, heart, soft tissue, pleura and liver
[1,2,5,6,8,13,15]. Lymphatic metastasis is rare, and the
associated lymphadenopathy is a result of necrotic degrada-
tion [1]. One study shows stromal overgrowth to be asso-
ciated with spread, stating that 72% of tumors with stromal
overgrowth will metastasize and that local recurrence is
strongly linked with metastasis [3,5].
Phyllodes tumors lack pathognomonic signs on ultrasound
or mammography making histology necessary for diagnosis,
but magnetic resonance imaging (MRI) may reveal morpho-
logical changes typical of a phyllodes tumor [1,2,6]. On
ultrasound, phyllodes tumor may be characterized as a
hypoechoic solid lobulated nodule with deﬁned borders,
heterogeneous echotexture and a lack of microcalciﬁcations
with potential scattered cystic regions [2,6,8,7,14]. Mam-
mography may also reveal lobulated uncalciﬁed masses,
which are round and well-circumscribed [7]. A positron
emission tomography (PET) scan can be used as a staging
tool for phyllodes tumors. A PET scan may indicate malig-
nancy but has a limited value in the management of
phyllodes tumor [7]. Findings consistent with a phyllodes
tumor on MRI include leaf-like solid segments in blood-ﬁlled
cystic spaces, which are best visualized on subtraction MRI.
The sensitivity of FNA is as low as 70%, frequently showing
cytologic features similar to ﬁbroadenomas, whereas core
biopsy is an effective option with in some studies having
higher sensitivity [6,14].
Genetic data is widely available for phyllodes tumors.
A study of Asian patients compared the genetic makeup of
phyllodes tumors to their histologic grade: benign, borderline,
and malignant. They found that 29 genes are responsible for
matrix formation, cell adhesion, epidermis formation, and
cell proliferation [9]. The worse the histological grade, the
more chromosomal changes were noted [9]. Notably, HOXB13
expression was found to be associated with stromal hyper-
cellularity and atypia [9]. Malignant histological features have
been shown to correlate with over-expression of p53, c-kit,
epidermal growth factor receptor, HIF-1 alpha, c-myc, CD10,
nitric oxide synthase, heparin sulfate, and Ki-67 [9]. HOXB13
has been used prognostically to evaluate breast cancer
recurrence in women treated with tamoxifen for hormone-receptor positive breast cancer [9]. HOXB13 was up-regulated
in malignant phyllodes tumors by 2.77-fold compared to
borderline tumors and by 2.85-fold compared to benign
tumors [9]. HOXB13 was not signiﬁcantly different in expres-
sion between benign and borderline tumors, making it more
speciﬁc for malignancy [9]. Phyllodes tumors are also asso-
ciated with Li Fraumeni Syndrome which shares p53 germ line
mutations. This syndrome with high neoplastic risk has the
deﬁning characteristics of early-onset female breast cancer,
malignant phyllodes tumors, brain cancer, sarcoma, and
adrenocortical tumors. One large retrospective study of high
risk families found that all families with members having a
p53 mutation had at least one family member with a sarcoma,
breast, brain, or adrenocortical carcinoma [18].
Wide surgical excision is usually the treatment of choice,
with margins of 1–2 cm [1,2,8,10,11,13,15]. Mastectomy
should be considered for recurrent or giant tumors, or
tumors for which excision would create a poor cosmetic
outcome [2,6,10]. One study proposes a ‘wait-and-watch’
policy for cases with negative stromal overgrowth and for a
benign or borderline tumor as they have a local recurrence
rate of 23% [10]. Lymphadenectomy is recommended for
palpable lymph nodes, which are present in 10–20% of cases
[1,6,13]. Prophylactic axillary node dissection is not gen-
erally recommended because these tumors rarely travel to
axillary lymph nodes, but it is necessary if there are evident
pathologic lymph nodes [8,11,12].
Hormone therapy has been shown to be inadequate in the
treatment of phyllodes tumors; while they can express
estrogen and progesterone receptors, the stromal compo-
nents do not [1,5,6,8]. Although there is no clear evidence
of beneﬁt with adjuvant therapies, radiotherapy may be
considered for high-risk phyllodes tumor, including those
with positive margins, those with stromal overgrowth, or
those greater than 5 cm2. The treatment of choice for a
patient with positive margins is re-excision to obtain clear
margins. A retrospective study at the Shikoku Cancer Center
found that patients who had margin-negative resections in
addition to adjuvant radiotherapy and re-excision for posi-
tive margins had disease-free rates of 85%, 85% and 81%
after 5, 10 and 15 years, respectively. Thus, they recom-
mend this combination for borderline and malignant phyl-
lodes tumors as well a re-excision for positive margins [3].
Adjuvant chemotherapy has not been shown to have an
effect on mortality; however, studies have shown radio-
therapy to provide better local control [8,11,16].
3. Conclusion
Phyllodes tumors are rare neoplasms with low malignancy
potential. Targeted genetic therapy and radiotherapy may
hold promise in treating these tumors compared to other
adjuvant therapies; however, more research is necessary to
determine the best treatment option for patients with
malignant phyllodes tumors.
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